
treatment based on an individual pa-
tient’s actual pathologies, not a syn-
drome designation; and d) that our abil-
ity to relate pre-clinical models to clinical
phenomena is weak at the syndrome lev-
el, stronger at the domain level.

The field has much work to do on the
roadmap provided by Craddock and
Owen. 
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The right answer for the wrong reasons?
ROBIN M. MURRAY, RINA DUTTA
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The Kraepelinian dichotomy has been
challenged by evidence from many
fields of psychiatric research (1-3). Fol-
lowing on from the pioneering critique
by Tim Crow (4) fifteen years ago, Crad-
dock and Owen now examine the di-
chotomous approach from a molecular
genetics perspective. They introduce the
beguiling prospect of certain candidate
genes such as neuregulin 1 having phe-
notypic specificity for psychopathologi-
cal features, in this case mixed “mood”
and “schizophrenia” features. However,
as Kendler, one of the leading American
psychiatric geneticists, has so eloquent-
ly reviewed recently (5), the effect of in-
dividual genes on susceptibility to dif-
ferent psychiatric disorders is likely to be
too small to be useful in drawing up a
novel classificatory system.

Furthermore, while it is certainly true
that evidence against the validity of the
Kraepelinian dichotomy is mounting, it
is premature to argue the case using mo-
lecular genetic data, because of their in-
consistency. Different methods of meta-
analysing whole-genome linkage scans
of bipolar disorder and schizophrenia
have yielded different results. For ex-
ample, using the technique of multiple
scan probability, Badner and Gershon

(6) found common loci for both disor-
ders on chromosome 22q, as well as
two distinct susceptibility loci. On the
other hand, Craddock and Owen were
co-authors of a rank-based meta-analy-
sis of schizophrenia and bipolar disor-
der, which showed significant evidence
for linkage to several chromosome re-
gions in schizophrenia (7), whereas no
region achieved genome-wide statisti-
cal significance in bipolar disorder (8). 

Maziade et al (9) undertook a genome
scan of schizophrenia and bipolar disor-
der in multigenerational families affect-
ed by schizophrenia, bipolar disorder or
both. Their work was based on the hy-
pothesis that susceptibility genes may be
shared by the two major psychoses (the
common locus phenotype). Their results
showed convergence in some regions,
but suggested that other susceptibility
genes may be specific to each disorder.

Our group’s previous twin study also
supports the idea that schizophrenia and
bipolar disorder may share some com-
mon genes, while others may be specific
to each condition (10). We have used
these data to argue elsewhere that devel-
opmental and dimensional perspectives
are likely to throw the greatest light on
the relationship between schizophrenia
and bipolar disorder (3,11). Thus, neu-
ropsychological and grey matter deficits
are much more noticeable in schizo-
phrenia than bipolar disorder (12,13), as

are neurological soft signs. Indeed, chil-
dren who later develop bipolar disorder
do not share the excess of subtle neuro-
motor and cognitive impairments of their
pre-schizophrenic counterparts and of-
ten appear superior to the normal pop-
ulation in motor development and school
examinations (14). 

Furthermore, the risk-increasing ef-
fect of obstetric complications appears
to be confined to schizophrenia (15).
Exposure to perinatal hypoxia is known
to result in smaller volume of the amyg-
dala and hippocampus, which are re-
duced in schizophrenia but not in bipo-
lar disorder. These findings suggest that
one distinction between schizophrenia
and bipolar disorder is that there exists
a gradient of neurodevelopmental im-
pairment which is much more impor-
tant in the former than the latter. 

We accept that the neo-Kraepelinian
view that schizophrenia and bipolar dis-
order are totally discrete entities is not
supported by the available scientific evi-
dence. However, in our opinion, what is
needed is not a rush from one invalid sys-
tem to another. Rather, we require careful
and systemic enquiry and large scale em-
pirical studies. Already, such studies
have shown that the symptom dimension
model as proposed by van Os (16) adds
substantial information to Kraepelin’s sy-
stem. Dikeos et al (17) suggest that the
categorical and dimensional approaches
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treatment based on an individual patient’s
actual pathologies, not a syndrome
designation; and d) that our ability
to relate pre-clinical models to clinical
phenomena is weak at the syndrome level,
stronger at the domain level.
The field has much work to do on the
roadmap provided by Craddock and
Owen.
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are complementary, and that the use of
both maximizes the potential of available
information. We now need to carry out
comparable studies using external valida-
tors, such as neuroimaging, neuropsy-
chology and developmental epidemiolo-
gy, as well as molecular genetics (11), to
establish the extent to which incorporat-
ing these measures adds value to our
ways of describing patients.
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Psychiatric diagnoses: the weak
component of modern research
JULES ANGST
Zurich University Psychiatric Hospital, Lenggstrasse

31, Mail Box 1931, 8032 Zurich, Switzerland

Kraepelin’s dichotomy is built on
Kahlbaum’s large monograph (1) on the
history and principles of the classifica-
tion of psychiatric disorders. Kahlbaum
proposed a classification based on symp-
toms, course and good vs. bad outcome
(vecordia vs. vesania). Kraepelin’s classi-
fication owes its enormous success to the
clarity of his concepts and his lively and
literary language. Later Kraepelin him-
self had doubts about a clear distinction
between schizophrenia and manic-de-
pressive insanity, stressing in 1920 (2)
that “no experienced diagnostician would
deny that cases where it seems impossible
to come to a clear decision are unpleas-
antly frequent. Therefore the increasingly
obvious impossibility of separating the
two illnesses satisfactorily should arouse
the suspicion that our approach to the
question was wrong”.

Kraepelin’s concept was seriously
shaken by Zendig’s follow-up study of
Kraepelin’s own patients diagnosed as
schizophrenic, a substantial number of
whom were found to have a good prog-
nosis (3). Zendig’s interpretation that
the diagnosis had been made incorrect-
ly proved to be wrong, as shown by
Lange’s diagnostic check (4), and the
dichotomous distinction was later dis-
proved by Kick’s reassessment of Krae-

pelin’s cases, which documented a con-
tinuum at the symptom level between
the two groups (5).

Multiple studies subsequently con-
firmed the existence of a group of condi-
tions between schizophrenia and affec-
tive disorders, which were named inter-
mediate psychoses (6), mixed psychoses
(7), atypical psychoses, schizo-affective
psychoses. Kretschmer (8) assumed that
about half of psychotic patients suffer
from mixed psychoses. Important longi-
tudinal studies, starting with that con-
ducted by Schüle (9), demonstrated the
existence of cases beginning as manic-
depressive and later turning into schizo-
phrenia, as well as cases initially schizo-
phrenic and later turning into manic-de-
pressive disorder (10-13).

Many follow-up investigations demon-
strated that schizo-affective patients can
manifest, over their lifetime, manic, de-
pressive, catatonic, hebephrenic and
other psychotic (mainly delusional)
syndromes, the course and outcome of
which take an intermediate position be-
tween schizophrenia and affective dis-
orders (14). In addition, clinical-genet-
ic findings confirmed the continuum
hypothesis by comparing the morbid
risk ratio for schizophrenia vs. affective
disorders among first-degree relatives of
probands with a diagnosis of affective,
schizo-affective (affect-dominant and
schizo-dominant) or schizophrenic dis-
order (15).
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Kraepelin’s dichotomy is built on
Kahlbaum’s large monograph (1) on the
history and principles of the classification
of psychiatric disorders. Kahlbaum
proposed a classification based on symptoms,
course and good vs. bad outcome
(vecordia vs. vesania). Kraepelin’s classification
owes its enormous success to the
clarity of his concepts and his lively and
literary language. Later Kraepelin himself
had doubts about a clear distinction
between schizophrenia and manic-depressive
insanity, stressing in 1920 (2)
that “no experienced diagnostician would
deny that cases where it seems impossible
to come to a clear decision are unpleasantly
frequent. Therefore the increasingly
obvious impossibility of separating the
two illnesses satisfactorily should arouse
the suspicion that our approach to the
question was wrong”.
Kraepelin’s concept was seriously
shaken by Zendig’s follow-up study of
Kraepelin’s own patients diagnosed as
schizophrenic, a substantial number of
whom were found to have a good prognosis
(3). Zendig’s interpretation that
the diagnosis had been made incorrectly
proved to be wrong, as shown by
Lange’s diagnostic check (4), and the
dichotomous distinction was later disproved
by Kick’s reassessment of Kraepelin’s
cases, which documented a continuum
at the symptom level between
the two groups (5).
Multiple studies subsequently confirmed
the existence of a group of conditions
between schizophrenia and affective
disorders, which were named intermediate
psychoses (6), mixed psychoses
(7), atypical psychoses, schizo-affective
psychoses. Kretschmer (8) assumed that
about half of psychotic patients suffer
from mixed psychoses. Important longitudinal
studies, starting with that conducted
by Schüle (9), demonstrated the
existence of cases beginning as manicdepressive
and later turning into schizophrenia,
as well as cases initially schizophrenic
and later turning into manic-depressive
disorder (10-13).
Many follow-up investigations demonstrated
that schizo-affective patients can
manifest, over their lifetime, manic, depressive,
catatonic, hebephrenic and
other psychotic (mainly delusional)
syndromes, the course and outcome of
which take an intermediate position between
schizophrenia and affective disorders
(14). In addition, clinical-genetic
findings confirmed the continuum
hypothesis by comparing the morbid
risk ratio for schizophrenia vs. affective
disorders among first-degree relatives of
probands with a diagnosis of affective,
schizo-affective (affect-dominant and
schizo-dominant) or schizophrenic disorder
(15).


